In the Title : 

On page 1, at lines 3-5, please delete the present title and substitute the following 
title in place thereof. 

A^Methods for Identifying Compositions Relevant to Bone-Related Disorders 

In the Claims : 

Please c^|;lcel claims 1-24, 32-36, and 39-41, without prejudice to including the 
subject matter of the canceled claims in one or more additional patent applications. 

Please amend claims 25-28, 31,37, and 38 to read as follows. For the 
Examiner's convenience a "Marked-Up Copy of Claims Amended in the Response to 
Restriction Requirement and Preliminary Amendment" accompanies this Amendment. In 
that document, text which has been added to the claims is underlined , and text which has been 
deleted from the claims is struck through . 

Please an:>cnd claims 25-28, 31, 37, and 38 to read as follows. 

25. (Amended) A method of determining whether a test composition is useful for 
alleviating a bone-related disorder, the method comprising: 

maintaining a cell which comprises a biologically active MRR protein in the presence of the 
test composition and 

comparing i ) an activity of the MRR protein of the cell maintained in the presence of the 
test composition and 

ii) the same activity of the MRR protein of a cell of the same type maintained in 
the absence of the test composition, 

wherein a difference between 

i) an activity of the MRR protein of the cell maintained in the presence of the 
test composition and 



ii ) the same activity of the MRR protein of the cell of the same type maintained 
in the absence of the test composition '"^ 
is an indication that the test composition is useful for alleviating a bone-related disorder. 

26. (Amended) The method of claim 25, wherein the bone-related disorder is 
osteoporosis. 

27. (Amended) T]ie-meth6d of claim 25, wherein the biologically active MRR protein 
has the amino acid sequence SEQ ID NO: 1 . 

28. (Amended) The method of cjiaim 25, wherein the activity is a proteolytic activity. 

3 1 . (Amended) ^e method of claim 30, wherein the cell is a human cell. 

37. (Amended) A method of determining the propensity of a te^t compound to induce a 
bone-related disorder in a human patient, the method comprising: 

maintaining a cell which comprises a biologically active MRR protein in the presence of the 
test composition and 

comparing i) an activity of the MRR protein of the cell maintained in the presence of the 
test composition and 

ii) the same activity of the MRR protein of a cell of the same type maintained in 
the absence of the test composition, 

wherein a difference between 

i) an activity of the MRR protein of the cell maintained in the presence of the 
test composition and 

ii) the same activity of the MRR protein of the cell of the same type maintained 
in the absence of the test composition 



is an indication that the test composition is likely to induce the bone-related disorder in a 
human patient. 

38. (Amended) The method of claim 37, wherein the bone-related disorder is 
osteoporosis. 

Please add claims 42-72 as follows. 

J 42. (New) The method of claim 25, wherein the activity is a pore-modulating 
activity. 

43. (New) The method of claim 25, wherein the activity is an enzyme-modulating 
activity. 

44. (New) The method of claim 25, wherein the activity is a gene transcription- 
modulating activity. 

45. (New) The method of claim 30, wherein the cell is a mouse cell. 

46. (New) The method of claim 30, wherein the cell is a rat cell. 

47. (New) The hiethod of claim 37, wherein the biologically active MRR protein has 
the amino acid sequence SEQ ID NO: 1 . 

48. (New) The method of claim 37, wherein the activity is a proteolytic activity. 

49. (New) The method of claim 37, wherein the activity is a pore-modulating activity. 

50. (New) The method of claim 37, wherein the activity is an enzyme-modulating 
activity. 




5 1 . (Tvlew) The method of claim 37, wherein the activity is a gene transcription- 
modulating activity. 

52. (New) The method of claim 37, wherein the cell is an animal cell. 

53. (New) The method of claim 52, wherein the cell is a bone cell. 

54. (New) The method of claim 53, wherein the cell is a human cell. 

55. (New) The method of claim 53, wherein the cell is a mouse cell. 

56. (New) The method of claim 53, wherein the cell is a rat cell. 

57. (New ) The method of claim 25, wherein the bone-related disorder is Paget's 

disease. 

58. (New) The method of claim 25, wherein the bone-related disorder is 
hyperthyroidism. 

59. (New) The method of claim 25, wherein the bone-related disorder is 
hyperparathyroidism. 

60. (New) The method of claim 25, wherein the bone-related disorder is osteomalacia. 

61 . (New) The method of claim 25, wherein the bone-related disorder is chronic renal 

failure. 

62. (New) The method of claim 25, wherein the bone-related disorder is Cushing's 
syndrome. 
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63. (New) The method of claim 25, wherein the bone-related disorder is an osteogenic 

cancer. 

64. (New) The method of claim 25, wherein the bone-related disorder is a non- 
osteogenic cancer that has metastasized to bone tissue. 

65. (New) The method of claim 37, wherein the bone-related disorder is Paget's 
disease. 

66. (New) The method of claim 37, wherein the bone-related disorder is 
hyperthyroidism. 

67. (New) The method of claim 37, wherein the bone-related disorder is 
hyperparathyroidism. 

68. (New) The method of claim 37, wherein the bone-related disorder is osteomalacia. 

69. (New ) The method of claim 37, wherein the bone-related disorder is chronic renal 

failure. 

70. (New ) The method of claim 37, wherein the bone-related disorder is Cushing's 
syndrome. 

71. (New) The method of claim 37, wherein the bone-related disorder is an osteogenic 

cancer. 

72. (New) The method of claim 37, wherein the bone-related disorder is a non- 
osteogenic cancer that has metastasized to bone tissue. — 
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